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Fabry disease is a rare X-linked lysosomal storage disorder caused by mutations in the GLA gene that result in functional deficiency of alphagalactosidase A (α-Gal A); the accumulation of lysosomal α-Gal A substrates can lead to multisystem disease and early death Mehta et al., 2010; Waldek, Patel, Banikazemi, Lemay, & Lee, 2009 ).
Until recently, treatment options were limited to enzyme replacement therapy (ERT) with agalsidase alfa or agalsidase beta administered via infusion every 2 weeks (Gaggl & Sunder-Plassmann, 2016) .
Migalastat is a first-in-class, small-molecule pharmacological chaperone that binds to and stabilizes amenable mutant forms of α-Gal A in the endoplasmic reticulum, facilitating proper trafficking to lysosomes, where dissociation of migalastat allows α-galactosidase to catabolize accumulated substrates (Benjamin et al., 2009; Germain et al., 2016; Germain & Fan, 2009; Ishii et al., 2007; Khanna et al., 2010; Yam, Zuber, & Roth, 2005) . It is estimated that 35-50% of patients with Fabry disease have migalastat-amenable mutations (Hughes et al., 2017) . As of July 23, 2018, the total exposure to migalastat in the Phase 2 and 3 clinical programs was 660 patient-years, with 128 patients exposed ≥1 year (Data on file. Amicus Therapeutics Inc., 2018) . The efficacy and safety of migalastat in patients with Fabry disease who have amenable GLA mutations have been established in both placebo and activecontrolled clinical trials and long-term open-label extension studies (Germain et al., 2016; Germain et al., 2018; Hughes et al., 2017; Nicholls et al., 2018) . Oral migalastat has been approved in the European Union, Switzerland, Australia, Israel, Republic of Korea, and Japan for long-term treatment of adults and adolescents aged 16 years and older with a confirmed diagnosis of Fabry disease (α-Gal A deficiency) who have a migalastat-amenable GLA mutation (Amicus Therapeutics Inc., 2018).
Migalastat is also approved in the United States and Canada for adults (aged 18 years and older; Amicus Therapeutics U.S., Inc., 2018; Amicus Therapeutics UK Ltd., 2017).
We previously reported on Part 1 of the Phase 3 ATTRACT study (AT1001-012; NCT01218659), an 18-month randomized treatment † Deceased December 19, 2017. Table 1 ). Prior ERT characteristics were similar between male and female patients. In patients for whom the data were available, migalastat was started 4 to 19 days after their last ERT infusion. The most common treatment-emergent adverse events (AEs) in Cohort 1 (occurring in ≥20% of patients) during the first 18 months were nasopharyngitis (33%) and headache (25%; Table 2), and during the full 30 months were nasopharyngitis (42%), headache (36%), and influenza (27%; Table 2 ).
AEs were generally mild or moderate; no patient discontinued due to an AE. There were no clinically meaningful changes in mean values from baseline for hematology, serum chemistry, urinalysis analysis, and vital signs (Supporting Information Table S1 ). Thirty-four ( Table 1 ). Nasopharyngitis (33%), headache (24%), and cough (24%) were the most common AEs during the 18-month ERT treatment period in Part 1 (Table 3 ).
In patients for whom the data were available, migalastat was started 2 to 14 days after their last ERT infusion. The most common AEs during 12 months of migalastat treatment in Part 2 were nasopharyngitis (33%), diarrhea (27%), vomiting (27%), influenza (20%), and headache (20%; Table 3 ). Although the percentages of patients experiencing diarrhea or vomiting increased after the switch to migalastat, these reflect changes in only 1-2 patients and the small patient numbers limit interpretation.
There were no clinically meaningful changes in mean values from hematology, serum chemistry, urinalysis analysis, and vital signs following the switch from ERT to migalastat (Supporting Information Table S2 ).
Twelve (80%) Cohort 2 patients started a new medication during months 18-30. The most common new concomitant medications were general Mean ± SD 3.0 ± 2.1 4.2 ± 3.7 3.5 ± 2.9 4.9 ± 3.0 6.0 ± 3.1 5.2 ± 3.0 Median 2.2 2.8 2.3 3.6 6. Note. AE = adverse event; ERT = enzyme replacement therapy; OLE = open-label extension. a Any adverse events that started after first study drug administration and before OLE first dose date. b Number of patients who had at least one dose of ERT during the study. Eighteen patients completed treatment through 18 months (Part 1); the reason for discontinuation during Part 1 was withdrawal by participant (n = 3). c Any adverse events that started on or after randomized treatment period first dose date up to 30 days after OLE last dose date. d Number of patients who had at least one dose of migalastat during Part 2. Twelve patients completed treatment through 30 months (Part 2). Reasons for discontinuation during Part 2 include withdrawal by participant (n = 1), physician decision (n = 1), lost to follow-up (n = 1). Number of patients who had at least one dose of migalastat during Part 1. Thirty-four patients completed treatment through 18 months (Part 1). The reason for discontinuation during Part 1 was withdrawal by participant (n = 2). b Any adverse events that started on or after randomized treatment period first dose date up to 30 days after OLE last dose date.
c Number of patients who had at least one dose of migalastat during Part 2. Thirty patients completed treatment through 30 months (Part 2). Reasons for discontinuation during Part 2 include withdrawal by participant (n = 1), pregnancy (n = 1), and lack of efficacy (n = 1). d Any adverse events that started after first study drug administration and before OLE first dose date.
female patients to become pregnant. Patients' preference and hypersen-
